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Meeting April 24, 1959 Treatment of Female Genital Tuberculosis [Summary] By Professor GEORGE SCHAEFER, M.D., F.A.C.S., F.A.C.O.G., F.I.C.S. New York CHANGING concepts in tfie treatment of pulmonary and extrapulmonary tuberculosis since the advent of antimicrobial therapy and resectional surgery about twelve years ago have prompted us to re-evaluate our treatment of female genital tuberculosis in the light of our present knowledge.
To plan effective treatment, the points raised by the following questions must be considered:
(1) Are active extragenital tuberculous lesions present? (2) What is the extent of tuberculosis in the pelvis? (3) Will antimicrobial therapy cure pelvic tuberculosis? (4) In what type of case will surgery be necessary? (5) Is normal, full-term pregnancy possible after treatment for pelvic tuberculosis?
(1) Are Active Extragenital Tuberculous Lesions Present ? After a diagnosis of pelvic tuberculosis has been established, the patient must be further investigated for extragenital foci.
As a rule, active extragenital foci of tuberculosis are rarely present when the genital lesion is discovered, partly because of the natural history of genital tuberculosis, which usually has its onset five to ten years before it first comes to the attention of the gynaecologist. During the intervening period, the initial lesion in the lung usually has become arrested.
An important starting point in treatment is to determine the sensitivity of the tubercle bacilli involved to the various drugs. This can readily be done if the organisms have been bacteriologically identified, thus making them available for sensitivity studies.
Regimens of tuberculosis chemotherapy.-For patients with advanced pelvic tuberculosis, I usually use the following regimen: Isoniazid, 300 mg. daily, orally, in 2 or 3 divided doses; streptomycin, 1 gram daily, intramuscularly, for three to four weeks and then 1 gram twice a week; and 12 grams PAS daily, orally, in 3 or 4 divided NOVEMBER doses. This regimen is continued until operation and restored thereafter. If intolerance to PAS is encountered, it is discontinued for several days and then administered in smaller doses. At times 100 mg. of pyridoxine given concurrently prevents intolerance to PAS as well as to isoniazid.
For patients with minimal disease in whom long-term therapy alone is contemplated, I use the following regimen: Isoniazid, 300 mg. daily, orally; plus 12 grams PAS orally for several years. At six months and again at twelve months the endometrial curettings and secretions are examined bacteriologically and microscopically. If these are negative, a Rubin test or a hysterosalpingogram is done following the next menstrual period. If the tubes are patent, there is some hope for conception, although mere patency is no proof of normal function. At present I am continuing such patients on antimicrobial therapy for two to three years and repeating bacteriologic and microscopic examination every four to six months. If recurrence is noted or tubo-ovarian masses appear during the course of therapy, streptomycin 1 gram twice a week is added to the isoniazid and PAS for a period of three months, and the patient is subjected to laparotomy. The extent of the procedure is determined by the findings at operation. One difficulty we have encountered in the past with long-term streptomycin therapy is that the patients object to the injections because of pain, expense, or inconvenience. As a result they sometimes neglect to take the drug for weeks.
In patients with minimal tuberculosis treated with long-term therapy, I have frequently discontinued PAS or streptomycin after eighteen months or two years and kept the patient on isoniazid alone.
(2) What is the Extent of Tuberculosis in the Pelvis ?
There are several varieties of pelvic tuberculosis, not only with respect to the anatomic sites involved but also with respect to the dynamic status of the pathologic processes. It would be of great value to know the extent of inflammation, caseation, and necrosis in the pelvic viscera, and to what extent reparative processes are present. Some years ago I presented a simple classification based on clinical evaluation of involvement of the pelvic viscera as determined by bimanual examination (Schaefer, 1955) . Comparison of our clinical findings with pathologic specimens removed at operation has confirmed the value of this classification. Two types of pelvic tuberculosis are differentiated.
(a) Minimal pelvic tuberculosis is usually symptomless (except for sterility) and pelvic examination fails to reveal evidence of tubal enlargement or tubo-ovarian masses. The disease is discovered by bacteriologic or microscopic examination of the endometrium or from bacteriologic examination of uterine secretions. This type of pelvic tuberculosis has also been described as "latent" or "unsuspected". I would emphasize that even though enlargement of the tubes cannot be palpated, they are involved in the tuberculous process and this involvement is practically always bilateral.
(b) In advanced pelvic tuberculosis, palpable masses are present in the adnexa, and bacteriologic or microscopic examination of uterine secretions and endometrium reveals tuberculosis. These masses are presumed to be tuberculous, although at times they may be secondarily infected with colon bacilli, streptococci, or gonococci. Some patients will give a history of having been treated for pelvic inflammatory disease with antibiotic drugs without resolution of the symptoms or masses. This failure to respond to adequate antibiotic therapy should arouse the suspicion that the pelvic condition may be of a tuberculous nature.
Chills, fever, tenderness, or pain in the lower abdomen may be signs of an acute exacerbation or of secondary infection in pelvic tuberculosis. Nontuberculous lesions will, as a rule, respond to antibiotic therapy with a subsidence of symptoms within a week or so; an acute exacerbation of tuberculosis in the pelvis will not respond to these antibiotics.
There undoubtedly is an intermediate stage between minimal and advanced disease. This may be manifest by induration and thickening in the tubes, but this cannot be determined with certaiinty by bimanual examination alone. This estimate. of the extent of tuberculous involvement in the pelvis is necessary before a plan of treatment can be selected.
(3) Will Antimicrobial Therapy Cure Pelvic Tuberculosis ? For many years I have insisted that the same principles which govern antimicrobial therapy elsewhere in the body apply to the treatment of genital tuberculosis. The Committee on Therapy of the American Trudeau Society (1957) has recently concurred in this view and has stated, "The drug regimens and duration of therapy that are satisfactory for pulmonary and renal lesions should also be used in the treatment of female genital tuberculosis". Unfortunately, papers reporting the use of short-term antituberculosis therapy for female genital tuberculosis are still appearing in the literature. For example, in an average of 22% of 357 cases collected from the literature, endometrial tuberculosis recurred within three years after short-term therapy. Even in those patients whose endometria were apparently healed the condition of the coexistent tuberculous salpingitis cannot be determined.
Treatment of advanced pelvic tuberculosis.-On the basis of the above findings in pulmonary and renal tuberculosis, and the results of short-term therapy on tubal lesions reported from the literature, it has been our policy to give patients with advanced pelvic tuberculosis a course of antituberculosis drugs for three to four months, and if tubo-ovarian masses are still present at the end of this time, to subject them to surgery. Depending on the lesions found at operation, antimicrobial therapy is continued for at least one year post-operatively and more often for two years or longer.
Treatment of minimal pelvic tuberculosis.-The evaluation of antimicrobial therapy for tubal lesions presents a difficult problem which can be solved only through pathologic examination of the surgically removed tubes. In order to determine the results of antimicrobial therapy on the tubes as well as to arrive at the optimal duration of therapy, I have treated patients with minimal tuberculosis for varying periods from six months to three years before removing the fallopian tubes.
(4) In What Type of Case will Surgery be Necessary ?
Because of the hazard of leaving residual necrotic foci in the pelvis, and because one cannot be certain that these have been rendered 948 Section of Obstetrics and Gyncecology completely innocuous by chemotherapy, I believe surgery is indicated in patients with advanced pelvic tuberculosis when the pelvic masses present at the onset of therapy still remain following a three to four months' treatment with antimicrobials. It is recognized that these masses may decrease somewhat in size in the first six to eight weeks of therapy, but if they do not disappear, one must assume that foci of tuberculosis are still present.
Surgery is also recommended in minimal tuberculosis when bacteriologic or microscopic examination reveals persistence or recurrence of tuberculous endometritis or tubercle bacilli in menstrual blood after the patient has received antimicrobial therapy for at least one year.
Following surgery, antimicrobial therapy should be given for at least one year if all foci have been removed. If there is any doubt as to whether these have been removed, antimicrobial therapy should be given for two years or more.
Radical or conservative surgery.-Bilateral salpingectomy is the minimal procedure that should be performed in the presence of tuberculous salpingitis. The greatest difference of opinion exists as to whether the uterus and ovaries should be removed in addition to the tubes. In advanced pelvic tuberculosis in which tubo-ovarian masses are present at the time of operation, the procedure which offers the patient the best chance of permanent cure is total hysterectomy and bilateral salpingectomy.
The foregoing should not be taken to indicate that I advocate total hysterectomy and bilateral salpingo-oophorectomy for all patients with genital tuberculosis. If repeated microscopic and bacteriologic examinations of uterine contents reveal no evidence of tuberculosis, and if at operation in a young woman only the tubes are involved and the uterus and ovaries appear normal, conservative surgery can be carried out.
While differences of opinion exist as to whether surgery is necessary in pelvic tuberculosis, there is agreement on the following points: (1) There is no valid reason to perform surgery in a woman known to have genital tuberculosis without a preoperative course of antituberculosis drugs.
(2) Antituberculosis drugs should be given postoperatively for twelve months or more. (3) Preoperative antimicrobial therapy makes the surgical procedure simpler and reduces the risk of operative and post-operative complications.
(4) Cure of pelvic tuberculosis is achieved more quickly with surgery than with antimicrobial drugs alone.
Treatment of tuberculosis diagnosed at operation.-When extensive genital tuberculosis is first discovered at the operating table, a bilateral salpingo-oophorectomy and hysterectomy should be performed. If this procedure cannot be carried out because of technical difficulties, the abdomen should be closed without drainage and a course of antituberculosis drugs given for three to four months. During this time a search for extragenital foci of tuberculosis should be made. Repeated pelvic examination will usually show sufficient regression of the disease to enable operative removal of the diseased organs at this time. Post-operative antimicrobial therapy should be given for at least one year.
(5) Is Pregnancy Possible After Genital Tuberculosis ? t Several authors have reported that an occasional patient with proven genital tuberculosis has become pregnant. It is doubtful whether an ectopic pregnancy or an intrauterine pregnancy that terminates in early abortion and frequently leads to an acute exacerbation of the pelvic infection can be considered a good result (Studdiford, 1955) .
During the past few years several reports have appeared concerning patients with pulmonary infections that, while simulating tuberculosis clinically and roentgenographically, were in fact associated with mycobacteria that could not be identified as either human or bovine tubercle bacilli (Feldman, 1959 ).
It appears probable to me that many cases are incorrectly diagnosed as pelvic tuberculosis solely on the basis of culture of mycobacteria from menstrual blood or from uterine secretions and without confirmation by guinea-pig inoculation. It is my opinion that this error in diagnosis is responsible for a number of published reports of pregnancies following the treatment of alleged pelvic tuberculosis.
Summary and Conclusions
I have discussed the present status of the treatment of female genital tuberculosis in the light of our knowledge of the current antituberculosis drugs and the pathologic changes found in the genital organs. A thorough evaluation of each individual patient is essential before outlining a course of therapy. It is important to remember that this course is not rigid and may be altered at any time. Several regimens of multiple drug, continual long-term therapy have been outlined. The rationale for treating minimal and advanced pelvic tuberculosis has been discussed. At the present time I believe that the best treatment for advanced pelvic tuberculosis is pre-operative antimicrobial therapy, surgery three to four months after the onset of treatment, and postoperative antituberculosis drugs for one year or more. For minimal pelvic tuberculosis, prolonged long-term antimicrobial therapy with continual surveillance is recommended. These regimens will produce a cure of pelvic tuberculosis in almost all instances. There is practically no possibility of full-term pregnancy in a patient with advanced pelvic tuberculosis after therapy. The possibility of a normal pregnancy in patients with early, minimal tuberculosis has been discussed. It is my belief that extrauterine pregnancy will occur more frequently in this latter group than with normal full-term delivery.
